The majority of fluid and HCO3 -in pancreatic juice arises from the pancreatic duct cells. Secretin stimulates HCO3
-secretion via a mechanism that involves activation of the adenylate cyclase pathway, activation of both basolateral K + channels and the apical CFTR Cl -channel, and stimulation of an apical Slc26-mediated Cl -/HCO3 -exchanger (1) . The Slc26 anion exchangers, Slc26a3 and Slc26a6, have both been localized to the apical membrane of human pancreatic duct and mouse pancreatic duct although their functional roles in pancreatic HCO3
-secretion remain uncertain. The high rates of pancreatic bicarbonate secretion shared by guinea pig (gp) and human, in contrast to the low rates in mouse, prompted us to study the functional characteristics of gp Slc26 anion transporters. -exchange measured in isolated ducts was not mediated by Slc26a6. Our current data reinforce the conclusion that functional differences are present among orthologous Slc26 anion exchangers of different species (3) and should be considered in modeling the role of Slc26 Cl -/HCO3 -exchangers in pancreatic duct bicarbonate secretion.
In conclusion, data obtained to date with cloned guinea pig Slc26 anion exchangers continue to highlight species-specific differences in Slc26 anion transporter function. These differences may be important in formulating a model for the secretion of 140 mM HCO3
-by guinea pig pancreatic duct, and may suggest new insights into the molecular mechanism of human pancreatic bicarbonate secretion. 
